Methods
The test proposed by Knox8 involves specifying each of the N = n (n -1)/2 possible pairings of the n cases and then assigning each pair to a contingency table categorised by intervals between dates of onset on one axis and distances between places of residence on the other. Significance tests for space-time clustering are made on the differences between the observed cell frequencies and the expected frequencies obtained when the product of the marginal row and column frequencies is divided by N. The sampling theory for such tests depends largely on the work of David and Barton,14 who, by theoretical and simulation studies, showed that in a large sample the expected distribution of pairs close in both space and time follows the Poisson distribution. This finding is conditional upon the number of pairs defined as near in space and time being substantially smaller than the In the present study, the Poisson distribution was used for this evaluation when the expected frequency was <5 and the X2 distribution otherwise. Date of first hospital attendance and place of residence at this time were used as surrogates for date and place of onset, place being defined by pairs of Ordnance Survey grid codes accurate to 0-1 km. Significant clustering was first sought among the whole set of n = 922* cases and then among subsets of the population defined by age, sex, or histology.
Results

ALL CASES
Initially our analysis of space-time interactions was based upon contingency tables where pairs were assigned to classes of time and distance defined by the upper bounds 30, 60, 120, 240, 360, 720, 1080, 1440, 1800, 2160 , and 2520 days for time, and 05, 1.0, 2-0, 4-0, 8-0, and 160 km for distance.
However, virtually all the significant findings involved pairs whose members were less than 720 days and 2 km apart. There was no clear tendency for cases that were close in space and not in time to be separated by time intervals of a particular length, as might be expected if HD was a transmissible disease with a fixed incubation period. For these reasons, ' Places of residence could not be identified for two of the full set of n = 924 registered cases. in which rather more than expected were less than 0-5 km and six months apart15. However, the excess of close pairs in the Boston series was apparently confined to patients aged 45 or less, whereas the excess observed in the present study included a substantial contribution from patients over 45 years and therefore suggests that infection is at least as likely to be related to disease in the old as in the young.
One limitation of the above approach to space-time analysis is that it does not distinguish between excess pairs that are concentrated in the same locality (as the female child pairs were) and excess pairs that are scattered throughout the study area. Clearly, further work is needed to establish whether the excesses of close pairs observed in adults occur in particular localities.
